The use of pioglitazone and the risk of bladder cancer in people with type 2 diabetes: nested case-control study by Azoulay, Laurent et al.
The use of pioglitazone and the risk of bladder cancer
in people with type 2 diabetes: nested case-control
study
OPEN ACCESS
Laurent Azoulay assistant professor
1 2, Hui Yin statistician
1, Kristian B Filion assistant professor
1 3,
Jonathan Assayag graduate student
1, Agnieszka Majdan endocrinologist
4, Michael N Pollak
oncologist and professor
2, Samy Suissa professor
5
1Centre for Clinical Epidemiology, Lady Davis Institute, Jewish General Hospital, 3755 Côte Sainte-Catherine, H-425.1, Montreal, Quebec, Canada,
H3T 1E2;
2Department of Oncology, McGill University, Montreal, Quebec, Canada;
3Division of Clinical Epidemiology, McGill University, Montreal;
4Division of Endocrinology, Jewish General Hospital, Montreal;
5Department of Epidemiology, Biostatistics, and Occupational Health, McGill University,
Montreal
Abstract
Objective To determine if the use of pioglitazone is associated with an
increased risk of incident bladder cancer in people with type 2 diabetes.
Design Retrospective cohort study using a nested case-control analysis.
Setting Over 600 general practices in the United Kingdom contributing
to the general practice research database.
Participants The cohort consisted of people with type 2 diabetes who
were newly treated with oral hypoglycaemic agents between 1 January
1988 and 31 December 2009. All incident cases of bladder cancer
occurring during follow-up were identified and matched to up to 20
controls on year of birth, year of cohort entry, sex, and duration of
follow-up. Exposure was defined as ever use of pioglitazone, along with
measures of duration and cumulative dosage.
Main outcome measure Risk of incident bladder cancer associated
with use of pioglitazone.
Results The cohort included 115 727 new users of oral hypoglycaemic
agents, with 470 patients diagnosed as having bladder cancer during
follow-up (rate 89.4 per 100 000 person years). The 376 cases of bladder
cancer that were diagnosed beyond one year of follow-up were matched
to 6699 controls. Overall, ever use of pioglitazone was associated with
an increased rate of bladder cancer (rate ratio 1.83, 95% confidence
interval 1.10 to 3.05). The rate increased as a function of duration of
use, with the highest rate observed in patients exposed for more than
24 months (1.99, 1.14 to 3.45) and in those with a cumulative dosage
greater than 28 000 mg (2.54, 1.05 to 6.14).
Conclusion The use of pioglitazone is associated with an increased
risk of incident bladder cancer among people with type 2 diabetes.
Introduction
The safety of pioglitazone, an oral antidiabetic agent in the
thiazolidinedioneclass,iscontroversial.Althoughpioglitazone
is effective at reducing glycated haemoglobin (HbA1c) levels
andmaydecreasetheriskofcardiovascularevents,
1 2ithasalso
been associated with weight gain and an increased risk of
congestive heart failure.
1 Although available data are limited,
there is now some evidence suggesting that pioglitazone may
be associated with an increased risk of bladder cancer.
3-5 In the
ProspectivePioglitazoneClinicalTrialinMacrovascularEvents
(PROactive) trial, the reported incidence of bladder cancer was
higher among participants randomised to pioglitazone than
among those randomised to placebo (14 v 6 cases), although
thisfailedtoreachstatisticalsignificance(P=0.069).
1However,
it was later reported that one case in the placebo group showed
benign histology,
6 and the exclusion of this case resulted in a
statistically significant increased risk of bladder cancer (14 v 5
cases, relative risk 2.83, 95% confidence interval 1.02 to 7.85).
7
With respect to observational studies, a signal was observed in
the US Food and Drug Administration adverse event reporting
system.
3 Furthermore, an interim analysis of an ongoing US
cohort did not find an association between pioglitazone and
bladdercanceroverallbutfounda40%increasedriskinpatients
who used the drug for more than 24 months.
4 In contrast, a
modestincreasedriskwasobservedoverallinaFrenchcohort.
5
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RESEARCHBased on these findings, France decided to suspend the sale of
pioglitazone,whereasGermanyandLuxembourgrecommended
that doctors should not start new patients on this drug.
8 After
carryingoutareviewofthesafetyofpioglitazone,theEuropean
Medicines Agency decided to maintain the marketing
authorisationofthedrug,
8whereastheFDAandHealthCanada
added warnings of a possible increased risk of bladder cancer
in the product monograph.
9 10 Two subsequently published
Taiwanese studies found no statistically significant association
between pioglitazone and bladder cancer.
11 12
All of the aforementioned studies included prevalent users of
antidiabeticdrugs,whichmayhaveunderestimatedthestrength
of the association between pioglitazone and bladder
cancer.
4 5 11 12 As available data on the reported association
betweenpioglitazoneandbladdercancerarelimited,additional
studies are needed to inform regulatory agencies, doctors, and
patients on its long term safety. We carried out a population
based study to determine if pioglitazone is associated with an
increased risk of bladder cancer in people with type 2 diabetes.
Methods
This study was carried out using the UK general practice
research database, the world’s largest computerised database
of longitudinal records from primary care.
13 It contains the
complete primary care medical record of more than 10 million
people enrolled in more than 600 general practices. The
geographical distribution of the practices has been shown to be
representative of the UK population, and age and sex
distributions of patients in the database are similar to those
reported by the national population census.
14 Participating
general practitioners have been trained to record medical
information, including demographic data, medical diagnoses,
procedures,anddeathsusingastandardisedform.Prescriptions
issued by doctors using the general practice research database
are automatically transcribed into the computer record. In
addition,thedatabasecollectsinformationonlifestylevariables
such as body mass index, and quantitative and qualitative data
pertaining to smoking and alcohol use. The Read classification
is used to enter medical diagnoses and procedures, and
prescriptionsarerecordedbasedontheUKPrescriptionPricing
Authority Dictionary. The recorded information on diagnoses
and drug use has been validated and proved to be of high
quality.
15-18
Study population
Using the general practice research database, we identified all
patients who were prescribed their first ever oral antidiabetic
agent, with at least one year of medical history in the database
before that prescription, between 1 January 1988 and 31
December 2009. The date of entry to the cohort was defined by
the date of this first prescription. The antidiabetic agents
considered at cohort entry consisted of sulfonylureas (for
example, glyburide, gliclazide, glipizide), metformin,
thiazolidinediones (pioglitazone, rosiglitazone), and other oral
hypoglycaemic agents (meglitinides, dipeptidyl peptidase-4
inhibitors,alpha-glucosidaseinhibitors,glucagon-likepeptide-1
analogues, and guar gum). We excluded those patients who
started treatment with insulin as they were more likely to have
type1diabetesoradvancedtype2diabetes.Patientswhostarted
insulin during follow-up, however, were retained in the cohort.
We excluded patients who were less than 40 years of age at the
time of their first oral antidiabetic prescription, as well as those
withahistoryofbladdercanceratanytimebeforecohortentry.
Participants were followed until a diagnosis of bladder cancer,
death from any cause, end of registration with the general
practice, or end of the study period (31 December 2009),
whichever came first.
Case-control selection
Toinvestigatetheassociationbetweenpioglitazoneandtherisk
of bladder cancer we carried out a nested case-control analysis.
We used this approach because of the time varying nature of
drug use, the size of the cohort, and the long duration of
follow-up.
19 Compared with a full cohort approach using a
survival analysis with time dependent variables, a nested
case-control analysis is computationally more efficient,
20 while
producing odds ratios that are unbiased estimators of incidence
rate ratios with little or no loss in precision.
19-21
We used Read codes to identify all incident cases of bladder
cancer occurring during follow-up. For each case, we used the
date of the cancer diagnosis to define the index date. Up to 20
controls were randomly selected from the case’s risk set, after
matchingonyearofbirth,yearofcohortentry,sex,andduration
of follow-up. By definition, all controls were alive, had no
previous diagnosis of bladder cancer, and were registered with
their general practice when they were matched to a given case,
and thus had equal duration of medical history information at
the risk set date. The date of the risk set defined the index date
for controls. To consider a latency time window we restricted
allanalysestocasesandmatchedcontrolswithatleastoneyear
of follow-up between cohort entry and index date.
Use of thiazolidinediones
For cases and controls we obtained information on prescription
ofallantidiabeticagentsprescribedatanytimebeforetheindex
date. For all definitions of use, including the other antidiabetic
agents,wedidnotconsideruseinitiatedintheyearimmediately
before the index date to take into account a biologically
meaningful latency time window, and to minimise reverse
causation, where initiation of a treatment may have been
influenced by early signs or symptoms of cancer.
The definition of primary exposure focused on the ever use of
pioglitazone and rosiglitazone, defined by the presence of at
least one prescription between cohort entry and the year before
the index date. Thus patients were classified into one of four
mutually exclusive categories for use of thiazolidinediones:
exclusive ever use of pioglitazone, exclusive ever use of
rosiglitazone, ever use of both pioglitazone and rosiglitazone
(mainly switchers from one drug to the other), and never use of
any thiazolidinedione. Never users served as the reference
category in the analyses.
To examine potential dose-response relations between
pioglitazone and bladder cancer we redefined use in secondary
analyses. Therefore, for patients deemed to be exclusive ever
users of pioglitazone in the primary exposure definition, we
calculated their cumulative duration of use, defined as the time
between the first and last prescription, plus the duration of that
last prescription. To increase the comparability of our results
with those of previous observational studies,
4 5 we classified
cumulative duration of use as ≤12 months, 13-24 months , and
>24 months. Finally, in the third approach we computed the
cumulative dosage by multiplying the daily dose of each
pioglitazone prescription by its specified prescription duration
and adding these prescription specific values across all
prescriptions received by a given patient between cohort entry
and index date. As with cumulative duration, we categorised
this variable using the same cut-offs as used in previous
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4 5: ≤10 500 mg, 10 501-28 000 mg, and >28 000 mg.
Similardose-responseanalyseswerealsodoneforrosiglitazone.
Statistical analysis
We used conditional logistic regression to estimate rate ratios
andcorresponding95%confidenceintervalsfortheassociation
betweenpioglitazoneuseandtheriskofincidentbladdercancer.
In our first model we evaluated whether exclusive ever use of
pioglitazone, when compared with never use of any
thiazolidinedione, was associated with an increased risk of
bladder cancer. Identical analyses were done for the
thiazolidinedione rosiglitazone, which has not been associated
withanincreasedriskofbladdercancer.Inasensitivityanalysis
to assess the potential impact of confounding by indication, we
compared exclusive ever users of pioglitazone with exclusive
ever users of rosiglitazone.
In our second and third models we evaluated whether there was
a dose-response relation between exclusive ever use of
pioglitazoneandbladdercancerintermsofcumulativeduration
of use and cumulative dosage. These analyses were also done
for rosiglitazone. We assessed linear trend by entering these
dose-response variables as continuous variables in the
conditional logistic models. In addition to year of birth, year of
cohort entry, sex, and duration of follow-up (on which the
logistic regression models were conditioned), we adjusted for
severalpotentialconfoundersmeasuredatanytimebeforecohort
entry: HbA1c (last measure before cohort entry), excessive
alcohol use (based on alcohol related disorders, such as
alcoholism, alcoholic cirrhosis of the liver, alcoholic hepatitis
and failure, and other related disorders), obesity (body mass
index≥30kg/m
2),smoking(everversusnever),previouscancer
(other than non-melanoma skin cancer), previous bladder
conditions (such as cystitis and bladder stones), and Charlson
comorbidity score,
22 modified for use in the general practice
research database
23 and adapted not to include diabetes and
previous cancer, to avoid duplicate adjustments. Models were
further adjusted for ever use of other antidiabetic agents
(metformin, sulfonylureas, insulins, and other oral
hypoglycaemic agents), defined as at least one prescription
between cohort entry and the year before index date. For all
models we calculated absolute adjusted rate differences and
corresponding 95% confidence intervals using the formula:
R0*(1−RR), where R0 was the overall bladder cancer rate in the
cohort and RR was the adjusted rate ratio for bladder cancer in
relation to use of pioglitazone.
Wecarriedoutthreesensitivityanalysestoassesstherobustness
of our findings. Initially we restricted all analyses to cases and
matched controls with at least one year of follow-up and
excluded antidiabetic drugs started during the year before the
index date to consider a latency time window. However, to
account for the possibility that pioglitazone may act as a
promoterratherthananinductorofbladdercancer,werepeated
the analyses without considering a latency time window. In a
second sensitivity analysis we assessed potential
misclassification of use by redefining ever use of pioglitazone
androsiglitazoneasreceivingatleastthreeprescriptionswithin
a 12 month period, thus minimising the inclusion of patients
who may not have been regular users or used these drugs
sporadically. Finally, in a third sensitivity analysis we repeated
the cumulative duration of use and cumulative dosage analyses
by categorising these variables in tertile categories, based on
the distribution of use in the controls. All analyses were done
with SAS version 9.2 (SAS Institute, Cary, NC).
Results
Of the 241 111 patients prescribed antidiabetic agents during
the study period, 115 727 met the study inclusion criteria
(figure⇓). The mean age at cohort entry was 64.1 (SD 12.0)
years, and the mean duration of follow-up was 4.6 (SD 3.6)
years. At cohort entry, the median HbA1c was 8.2%, and in
descending order, most patients received metformin
monotherapy (67%), followed by sulfonylurea monotherapy
(30%),andthiazolidinedionemonotherapy(0.5%),whereasthe
rest used other agents or combinations of agents (3%). No
patients received insulin at cohort entry, as per the inclusion
criteria. The mean duration of pioglitazone use among controls
was 2.2 (SD 1.5) years (range 28 days to 6.7 years) and was
similar for rosiglitazone, where the mean duration was 2.3 (SD
1.5) years (range 28 days to 7.6 years).
Atotalof470patientshadadiagnosisofincidentbladdercancer
during 526 559 person years of follow-up, yielding an overall
rate for bladder cancer of 89.4 per 100 000 person years (95%
confidence interval 81.4 to 97.7); the incidence rate of bladder
cancerinthegeneralUKpopulationwas73per100000person
years in 2008, for a population aged at least 65 years.
24 The
higher incidence rate observed in our cohort is consistent with
data suggesting an association between type 2 diabetes and an
increased risk of bladder cancer.
25
The primary analyses were restricted to 376 cases, matched to
6699controls,withatleastoneyearoffollow-upbetweencohort
entry and index date to account for latency. Table 1⇓ presents
the characteristics of these cases and matched controls. Cases
were predominantly male. Known risk factors significantly
associated with bladder cancer were smoking, previous
diagnoses of cancer (other than non-melanoma skin cancer),
and a higher comorbidity score. Table 2⇓ presents the patterns
of use of the different antidiabetic agents, measured between
cohort entry and the year before the index date, among cases
and matched controls.
Exclusive ever use of pioglitazone was associated with an 83%
increased rate of bladder cancer (adjusted rate ratio 1.83, 95%
confidence interval 1.10 to 3.05, table 3⇓). This corresponded
to an absolute adjusted rate difference of 74 per 100 000 person
years (95% confidence interval 9 to 140). This effect was not
observed for exclusive ever use of rosiglitazone (adjusted rate
ratio 1.14, 95% confidence interval 0.78 to 1.68), the other
thiazolidinedione available in the United Kingdom during the
study period.
Participants prescribed thiazolidinediones were more likely to
beobese,tohaveeversmoked,andtohaveuncontrolleddiabetes
than those who never used any thiazolidinedione. Exclusive
ever users of pioglitazone and rosiglitazone, however, were
generally similar on most variables, and both groups had lower
comorbidity scores than participants who never used any
thiazolidinedione (see supplementary table 1). In a sensitivity
analysis to assess confounding by indication, we compared
exclusive ever users of pioglitazone with exclusive ever users
of rosiglitazone. The adjusted rate ratio was numerically
increasedbutdidnotreachstatisticalsignificance(adjustedrate
ratio 1.60, 95% confidence interval 0.88 to 2.90) owing to few
users (19 v 36). None the less, the results of this sensitivity
analysis are consistent with those of our primary analysis.
There was evidence of a dose-response relation between
pioglitazone use and the rate of bladder cancer (table 4⇓). In
terms of cumulative duration of use, the rate of bladder cancer
increased as a function of duration of use, with the highest rate
observed in users of more than 24 months (adjusted rate ratio
1.99, 95% confidence interval 1.14 to 3.45), corresponding to
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years (95% confidence interval 12 to 165). For cumulative
dosage, a statistically significant association was observed in
patientswhoreceivedmorethan28000mg(2.54,1.05to6.14),
correspondingtoanabsoluteadjustedratedifferenceof137per
100000personyears(95%confidenceinterval4to271).There
was no evidence of a dose-response relation with rosiglitazone,
bothforcumulativedurationofuseandcumulativedosage(see
supplementary table 2).
Sensitivity analyses
Toincorporatealatencytimewindow,theprimaryanalysiswas
restricted to the 376 cases and their matched controls that had
at least one year of follow-up before their index date. In a
sensitivity analysis, we repeated the analyses without
considering a latency time window. These analyses included
all 490 cases and their matched controls. The exclusion of the
latency window did not alter our results appreciably, as only
one case was exposed to pioglitazone in the first year of
follow-up(datanotshown).Inasecondsensitivityanalysis,we
redefined exclusive ever use of pioglitazone and rosiglitazone
asreceivingatleastthreeprescriptionswithina12monthperiod.
Compared with the results of the primary analysis, this analysis
yieldedaslightlyhigherpointestimateforpioglitazone(adjusted
rate ratio 1.88, 95% confidence interval 1.10 to 3.22) but a
slightly lower one for rosiglitazone (1.11, 0.74 to 1.66),
indicatingminimalmisclassificationofuse.Finally,categorising
cumulativedurationandcumulativedosageofpioglitazoneinto
three categories produced results consistent with those of our
primary analyses on duration and dose (data not shown).
Discussion
The use of pioglitazone in patients newly treated with oral
hypoglycaemicagentsisassociatedwithasignificantincreased
risk of bladder cancer. This effect was not observed with
rosiglitazone, confirming a drug specific effect. Furthermore,
a dose-response relation was observed for cumulative duration
of use, with the highest risk observed in participants who used
pioglitazone for more than 24 months. A similar dose-response
relationwasobservedinpatientswhoreceivedahighcumulative
dosage of pioglitazone. These findings remained consistent in
several sensitivity analyses.
Comparison with previous studies
To our knowledge, few observational studies have examined
theassociationbetweenpioglitazoneuseandtheriskofbladder
cancer.
3-5 11 12 The first study did not find an overall increase in
risk (hazard ratio 1.2, 95% confidence interval 0.9 to 1.5),
although a modest increased risk was observed after two years
of use (1.4, 1.03 to 2.0).
4 The second study found that
pioglitazone was associated with a modest increased risk of
bladder cancer overall (hazard ratio 1.22, 95% confidence
interval 1.05 to 1.43), which was driven by an increased risk
after two years of use (1.34, 1.04 to 1.79).
5 In the third study,
ever use of pioglitazone was not associated with an increased
risk of bladder cancer overall (odds ratio 0.95, 95% confidence
interval 0.70 to 1.29), although an increased risk could not be
excluded with more than three years of use (1.56, 0.51 to 4.47).
Inthefourthstudy,everuseofpioglitazonewasnotstatistically
associatedwithanincreasedriskofbladdercancer,butthestudy
was possibly underpowered owing to the few cases of bladder
cancer included in the analysis (n=165).
12 By combining both
new and prevalent users of antidiabetic drugs, these previous
studies may have underestimated the association between
pioglitazoneandbladdercancer.
26Specifically,patientsreceiving
pioglitazone who developed bladder cancer before entry to the
cohort were, according to the inclusion criteria, selected out of
the previous studies. Thus these designs may have missed
several cases of bladder cancer that developed among
pioglitazone users, a limitation further exacerbated by the fact
thatthistherapyseemstoincreasetheriskoverarelativelyshort
duration of use—that is, after two years. Furthermore, the
magnitude of the association observed in our study (twofold
increased risk after 24 months of use) is consistent with the
nearly threefold increased risk observed in the PROactive trial
after an average three year follow-up (14 cases in the
pioglitazone group versus 5 in the placebo group).
7
Possible biological mechanisms
Thiazolidinedione peroxisome proliferator activated receptor
gamma (PPARγ) ligands have complex biological effects,
27 28
butnoobviousapriorimechanismlinkstheseagentstobladder
cancer. In fact, growth inhibitory actions attributed to on-target
effects of PPAR ligands have been reported in tissue culture
systems, and these results do not predict increased risk of
carcinogenesis.
29-31 However, bladder tumours have been
reported in laboratory animals exposed to compounds with
PPARγ activity, although these models are of uncertain
relevance to human carcinogenesis, as considerable species
specificity has been noted, with pioglitazone induced bladder
cancer being documented in rats but not in mice.
32 One line of
research implicates chronic bladder irritation as a result of
crystal formation, rather than PPAR related signalling, in the
observed urothelial carcinogenesis.
33 It is of interest that
muraglitazar,anotherPPARagonistthathasbeenexperimentally
associated with bladder cancer in rats,
34 is also associated with
urolithiasis.However,additionalresearchisneededtoelucidate
the mechanisms by which a subset of pioglitazone PPAR
agonistsmayincreasetheriskofbladdercancer,andspecifically
to determine if risk is indeed correlated with increased urinary
crystalsinhumans,andifsotodeterminethebasisofthecrystal
formation.
Strengths and limitations of the study
This population based study has several strengths and some
potential limitations. We assembled a large cohort of patients
with type 2 diabetes, followed for up to 22 years. Thus the size
and long term follow-up of patients enabled the identification
ofalargenumberofbladdercancercaseswithvaryingduration
of diabetes. In addition, because the general practice research
databasecontainsprerecordedinformationonprescriptions,the
possibility of recall bias was eliminated. However, drug
informationinthegeneralpracticeresearchdatabaserepresents
prescriptions written by general practitioners. As such, it is
unknown whether prescriptions were actually filled at the
pharmacy and whether patients fully adhered to the treatment
regimen. Furthermore, prescriptions written by specialists or
issued during hospital stay are not recorded in the database.
Such misclassification of drug use would be non-differential
and therefore bias the results towards the null.
Thiazolidinediones, such as pioglitazone, are indicated for
patients intolerant of metformin or sulfonylureas, for patients
in whom these drugs are contraindicated, and for patients with
poorly controlled diabetes already taking other oral
hypoglycaemicagents.Thuspeoplereceivingthiazolidinediones
are typically at an advanced disease stage than those receiving
other oral agents,
35 which may in itself be associated with an
increased risk of bladder cancer.
36 We attempted to control for
this variable by matching cases and controls on duration of
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therapy), which has been shown to be a good proxy for disease
severity,
37 and adjusting the models for HbA1c, although this
information was missing for 19% of the cases and controls.
However, the lack of any association with rosiglitazone (a
thiazolidinedione sharing the same indication as pioglitazone)
both in crude and adjusted models and our direct comparison
of pioglitazone with rosiglitazone in a sensitivity analysis
strongly suggests that disease severity did not confound the
association between pioglitazone and bladder cancer. The
general practice research database does not collect information
on tumour grade and stage but has been shown to have
comparable case ascertainment rates as UK cancer registries.
38
Another limitation of the general practice research database is
thelackofinformationoncertainriskfactorsforbladdercancer.
These include exposure to arsenic, occupational exposures,
race/ethnicity, and family history of bladder cancer. However,
it is unlikely that these variables were differentially distributed
between ever users of pioglitazone and ever users of other oral
hypoglycaemic agents. Thus we do not believe that the absence
of these variables affected the internal validity of the study,
although residual confounding may still be present. Finally, the
general practice research database contains information on
several important confounders, such as body mass index,
excessive alcohol use, and smoking. Therefore we were able to
adjust for a number of important variables often absent in
administrative databases.
Conclusions and policy implications
In summary, the results of this study provide evidence that
pioglitazone is associated with an increased risk of bladder
cancer, whereas no increased risk was observed with the
thiazolidinedione rosiglitazone. The increased risk associated
with pioglitazone became apparent after use for at least 24
months and receiving cumulative dosages greater than 28 000
mg. Such associations may have been underestimated in the
previous observational studies that included prevalent users.
Whilethemagnitudesoftherateratioswererelativelyhigh,the
risks associated with pioglitazone are in absolute terms low.
Indeed,inthisstudythehighestdurationsofuseandcumulative
dosageincreasedtherateofbladdercancerby88and137cases
per 100 000 person years, respectively. Thus doctors, patients,
and regulatory agencies should be aware of this association
when assessing the overall risks and benefits of this therapy.
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RESEARCHTables
Table1|Baselinecharacteristicsofbladdercancercasesandmatchedcontrols.Valuesarenumbers(percentages)unlessstatedotherwise
Crude rate ratio (95% CI) Controls (n=6699) Cases (n=376) Characteristics
— 68.9 (8.6) 68.9 (9.3) Mean (SD) age (years)*
— 5400 (81.4) 306 (81.4) Men*
— 4.8 (2.7) 4.8 (3.2) Mean (SD) duration of follow-up (years)*
0.95 (0.63 to 1.45) 430 (6.4) 23 (6.1) Excessive alcohol use†
Body mass index (kg/m
2):
1.00 (reference) 4171 (62.3) 222 (59.0) <30
1.08 (0.88 to 1.34) 2416 (36.1) 140 (37.2) ≥30
2.20 (1.28 to 3.78) 112 (1.7) 14 (3.7) Unknown
Smoking status:
1.00 (reference) 2743 (41.0) 102 (27.1) Never
1.86 (1.47 to 2.34) 3361 (50.2) 240 (63.8) Ever
1.51 (1.02 to 2.22) 595 (8.9) 34 (9.0) Unknown
HbA1c:
1.00 (reference) 3384 (50.5) 198 (52.7) ≤7.4%
0.89 (0.71 to 1.13) 2042 (30.5) 106 (28.2) >7.4%
0.97 (0.74 to 1.27) 1273 (19.0) 72 (19.2) Unknown
1.28 (0.82 to 2.01) 335 (5.0) 23 (6.1) Previous bladder conditions
1.89 (1.40 to 2.55) 481 (7.2) 50 (13.3) Previous cancer‡
1.10 (1.01 to 1.20) 0.95 (1.17) 1.07 (1.34) Mean (SD) Charlson comorbidity score§
*Matching variables (along with year of cohort entry). For controls, means and percentages were weighted by the inverse number of controls matched to each
case.
†Based on alcohol related disorders, such as alcoholism, alcoholic cirrhosis of the liver, alcoholic hepatitis and failure, and other related disorders.
‡Cancers other than non-melanoma skin cancer.
§Calculation based on presence of 19 categories of comorbidity.
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RESEARCHTable 2| Patterns of antidiabetic agents received between cohort entry and year before index date among cases of bladder cancer and
matched controls*
Crude rate ratio (95% CI) No (%) of controls (n=6699) No (%) of cases (n=376) Antidiabetic agents
1.00 (reference) 2104 (31.4) 119 (31.7) Metformin only
0.62 (0.44 to 0.87) 1564 (23.4 ) 69 (18.4) Sulfonylureas only
0.98 (0.72 to 1.33) 1688 (25.2) 99 (26.3) Metformin and sulfonylureas
0.99 (0.53 to 1.86) 231 (3.5) 12 (3.2) Metformin and thiazolidinediones
1.06 (0.64 to 1.75) 381 (5.7) 23 (6.1) Metformin, sulfonylureas, and thiazolidinediones
1.04 (0.56 to 1.91) 211 (3.2) 15 (4.0) Metformin, sulfonylureas, and insulin
1.49 (0.65 to 3.44) 72 (1.1) 7 (1.9) Metformin, sulfonylureas, and other agents†
1.86 (0.86 to 4.02) 80 (1.2) 9 (2.4) Metformin, sulfonylureas, thiazolidinediones, and
insulin
1.03 (0.63 to 1.68) 368 (5.5) 23 (6.1) Other treatment combinations
*Matched on year of birth, year of cohort entry, sex, and duration of follow-up.
†This category included meglitinides, dipeptidyl peptidase-4 inhibitors, alpha-glucosidase inhibitors, glucagon-like peptide-1 analogues, and guar gum. These
categories are mutually exclusive.
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RESEARCHTable 3| Thiazolidinediones and risk of bladder cancer among cases of bladder cancer and matched controls*
Adjusted rate ratio (95% CI)† Crude rate ratio (95% CI) No (%) of controls (n=6699) No (%) of cases (n=376) Use of thiazolidinediones
1.00 (Reference) 1.00 (reference) 5856 (87.4) 319 (84.8) Never use of any thiazolidinedione
1.83 (1.10 to 3.05) 1.87 (1.13 to 3.09) 191 (2.9) 19 (5.1) Exclusive ever use of pioglitazone
1.14 (0.78 to 1.68) 1.16 (0.79 to 1.69) 596 (8.9) 36 (9.6) Exclusive ever use of rosiglitazone
0.78 (0.18 to 3.29) 0.74 (0.18 to 3.08) 56 (0.8) 2 (0.5) Ever use of both pioglitazone and
rosiglitazone
*Matched on year of birth, year of cohort entry, sex, and duration of follow-up.
†Adjusted for excessive alcohol use, obesity, smoking status, HbA1c, previous bladder conditions, previous cancer (other than non-melanoma skin cancer), Charlson
comorbidity score, and ever use of other antidiabetic agents (metformin, sulfonylureas, insulin, and other oral hypoglycaemic agents).
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RESEARCHTable 4| Pioglitazone cumulative duration of use and cumulative dosage and risk of bladder cancer among cases of bladder cancer and
matched controls*
Adjusted rate ratio (95% CI)† Crude rate ratio (95% CI)
No (%) of controls
(n=6699) No (%) of cases (n=376) Variables
1.00 (reference) 1.00 (reference) 5856 (87.4) 319 (84.8) Never use of any thiazolidinediones
Cumulative duration of
pioglitazone:
0.56 (0.07 to 4.42) 0.69 (0.09 to 5.11) 27 (0.4) 1 (0.3) ≤12 months
3.03 (0.63 to 14.52) 2.99 (0.61 to 14.59) 11 (0.2) 2 (0.5) 13-24 months
1.99 (1.14 to 3.45) 2.00 (1.16 to 3.45) 153 (2.3) 16 (4.3) >24 months
P=0.050 for trend
Cumulative dosage of pioglitazone:
1.58 (0.69 to 3.62) 1.63 (0.72 to 3.69) 70 (1.0) 7 (1.9) ≤10 500 mg
1.66 (0.70 to 3.94) 1.75 (0.75 to 4.07) 68 (1.0) 6 (1.6) 10 501-28 000 mg
2.54 (1.05 to 6.14) 2.44 (1.02 to 5.84) 53 (0.8) 6 (1.6) >28 000 mg
P=0.030 for trend
*Matched on year of birth, year of cohort entry, sex, and duration of follow-up.
†Adjusted for excessive alcohol use, obesity, smoking status, HbA1c, previous bladder conditions, previous cancer (other than non-melanoma skin cancer), Charlson
comorbidity score, and ever use of other antidiabetic agents (metformin, sulfonylureas, insulin, and other oral hypoglycaemic agents).
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RESEARCHFigure
Fig 1 Flow of participants through study
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